Despite the foundational nature of these observations in the capacity to target distinct cell types in the murine for our understanding of mammalian reovirus tropism nervous system and in the efficiency to induce apopto- 
tion of tight junction (TJ) formation (Liu et al., 2000) and leukocyte transmigration across endothelium (MartinPadura et al., 1998; Del Maschio et al., 1999). We demonstrate that non-SA-binding T1 and T3 reovirus strains are completely dependent on 1-JAM interactions to establish infection. However, SA-binding strains are also capable of infection by a JAM-independent, SA-mediated pathway. NF-B activation and apoptosis induced by SA-binding T3 reovirus requires interaction between T3 1 and JAM, indicating that reovirus infection is not sufficient to trigger apoptosis in the absence of JAMinduced signaling. These data indicate that JAM serves as a serotype-independent reovirus receptor capable of mediating virus attachment, infection, and intracellular signaling. Furthermore, by linking an integral TJ protein to the NF-B signaling pathway, our results highlight a potential role for the TJ in regulating tissue-specific inflammatory responses to viral infection. Figure 2E ). These results indi-T3SA Ϫ growth, resulting in 10-to 100-fold reduction in viral yield. In each case, decreased viral yield was cate that T3SA Ϫ binds to hJAM, while T3SA ϩ binds to both hJAM and SA on NT2 cells. Together, these results mediated by reduction in the number of infected cells ( Figure 2D and data Figure 3A) . As expected, T3SA ϩ but not T3SA Ϫ grew efficiently in vector-transfected cells. hJAM mAb J10.4 ( Figure 3C ). T3D bound much more efficiently than T1L to NT2 cells ( Figure 3D ), but Ͼ60% of In contrast, yields of T3SA Ϫ were 10-fold greater in cells transfected with hJAM than in vector-transfected cells. (Figure 4) . These results indicate that the block to reovirus infection in avian cells is rescued by expression of hJAM or mJAM, providing strong evidence that JAM functions as a serotype-independent reovirus receptor in both human and murine hosts. Furthermore, these findings suggest that the attachment and disassembly steps of the reovirus life cycle serve as key determinants of the host-range restriction exhibited by diverse classes of vertebrates. To investigate whether hJAM interacts directly with 1, we tested the capacity of recombinant 1 to bind Fc-hJAM ( Figure 5C ). Purified T3D 1 (Chappell et al., 2000) bound specifically, saturably, and reversibly to FchJAM. Kinetic analysis of the 1-Fc-hJAM interaction assuming 1:1 stoichiometry indicated a K D of approximately 9 ϫ 10 Ϫ8 M (Karlsson and Falt, 1997). SLL had no effect on the binding of 1 to Fc-hJAM, confirming that this interaction does not require SA (data not shown).
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Figure 1. Identification of JAM as a Reovirus Receptor by Expres-
Expression Cloning of hJAM, a Reovirus Receptor
To confirm that the 1 head mediates binding to hJAM, a proteolytically derived fragment of 1 containing only the 1 head was injected over the Fc-hJAM surface ( Figure 5C ). The 1 head domain bound specifically to Fc-hJAM with a K D of 6 ϫ 10 Ϫ8 M, which approximates that of full-length 1. These results indicate that the head domain of reovirus attachment protein 1 binds with high affinity directly to the extracellular domain of hJAM. hCAR-specific antiserum and to the laboratory of Joey Barnett for T3D-derived 1 protein was generated, expressed, and purified as preparing CEF cells. We thank Jacek Hawiger, Earl Ruley, and Luc described (Chappell et al., 2000) . 
